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Sir : 



DECLARATION OF WAI WONG, YOON JEON , T.G. MURAL I DHAR AND 
CHARLES GLUCHOWSKI UNDER 37 C.F.R. §1.131 



We, Wai .Wong, Yoon Jeon, T.G. Murali Dhar and Charles Gluchowski, 
hereby declare as follows: 



1. Prior to November 11, 1996, we conceived of in the United 
States and demonstrated in rhesus monkeys that alpha 2 agonists 
have analgesic activity and thus utility as analgesics . Its 
evidence of this conception we have attached hereto as Exhibit A, 
a copy of an agenda for a meeting of the alpha agonist project 
team: The date of the meeting has been redacted but was prior to 
January 31, 1995. 



2. Prior to November 11, 1996, we also conceived of the subject 
invention claimed in the above-identified patent application in 
the United States. Specifically we conceived of the genus of 
compounds recited in pending claim 1, the text of which is 
attached hereto as Exhibit 1, in the United States prior to 



November 11, 19S6. As evidence of our conception we have attached 
hereto true copies o£ .2- -consecutive pag.es from the notebook of 
one of us, wai Wor.q, which document our conception of the claimed 
compounds as alpha 2 adrenoceptor selective compounds, i.e. 
compounds in furtherance of cur conception then having utility 
besed on analgesic activicy. Although the specific dates cn 
these pages have teen redected they are prior to November XL, 
1596- 

3. priox to November 11, 1996, one of us, Wai Wong, actually 
made specific compounds encompassed within the scope of the claim 
1 in the Cnited States. In particular, the compound of exaitple 10 
o: t he application was made in tne Cnited States prior to 
November 11, 1996. A true copy o5 e notebook page describing the 
synthesis of the compound of example 10 is attached hereto as. 
Exhibit B. The date of.^this not eta ok. page 'is prior to November 
31, 1996 cut has been redacted. 

4 . i hereby declare thee ell statements made here-n of my own 
knowledge are true and :that all state:r.er.cs made on information 
and belief are believed to be true; and further that these 
scacemencs are made with the knowledge ihet willful false 
statements and the like io made ere punishable by -'^b or 
imprisonment, or fcocn, .under , Section 1001 of Title 19 of the 
United States Code and Lhat .any such willful false statements may 
jeopardize the validity., of the application or any patent issued 
tr.ereor. . 

— ~ wai wong 7/ 
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Date ' ' " 




November 11/ 1996, As evidence of our conception we have attached 
hereto true copies of 2 consecutive pages from the notebook of 
one of US/ Wai Wong, which document our conception of the claimed 
compounds as alpha 2 adrenoreceptor selective compounds, i.e. 
compounds in furtherance of our conception then having utility 
based on analgesic activity. Although the specific dates on 
these pages have been redacted they are prior to November 11, 
1996, 

3, Prior to November 11, 1596, one of us, Wai Wong, actually 
made specific compounds encompassed within the scope of the claim 

I in the United States. In particular, the compound of example 10 
of che application was made in the United States prior to 
November H * 1996* h true copy of a notebook page describing the 
synthesis of the compound of example 10 is attached hereto as 
£xhlb£t B. The date Of this notebook page is prior to November 

II r 1996 but has been redacted. 

4. I hereby declare that all statements made herein of my own 
knowledge are true and that &11 statements made on information 
and belief are believed to be true,- and further that these 
statements are made with the knowledge that willful false 
statements and the like so made are punishable by fine or 
imprisonment, ox both, under Section 1001 of Title 18 of the 
United States Code and that any such willful false statements may 
jeopardize the validity of the application or any patent issued 
thereon. 
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Date 




November 11, 1996. As evidence of our conception we nave attached 
hereto true copies of 2 consecutive pages from the notebook of 
one of us, Wai Wong, which document our conception of the claimed 
compounds as alpha 2 adrenoreceptor selective compounds, i.e. 
compounds in furtherance of our conception then having utility 
based on analgesic activity. Although the specific daces on 
these pages have oeen redacted they are prior to November 11, 
1996. 

3. prior .to November 11, 1996, one of us, Wai Wong, actually 
made specific compounds encompassed within the scope of the claim 
1 in the United States. In particular, the compound of example 10 
of the application was made in - the Uniced States prior to 
November 11, 1996. A true copy of a notebook page describing the 
synthesis of the compound of example 10 is attached hereto as 
Exhibit: B . The date of this notebook page is prior to November 
11, 1996 but has been redacted. 

A. I hereby declare that all statements made herein of my own 
knowledge are true and that all statements made on information 
and belief are believed lo be true/ and further that these 
statements are made with the knowledge that willful false 
statement* and the like so marie are punishable by fine or 
imprisonment, or both, under Section 1001. of Title 18 of the 
United States Code and chat any such willful false statements may 
jeopardize the validly of the application or any patent issued 
thereon. 
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Charles GTu chows ki 
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Witnessed A Understood by me, 



Date 



Invented by 



Date 



Recorded by 



Project No. 
Book No., 




ALPHA AGONIST PROJECT TEAM MEETING 



3:00 PM 
Library 

AGENDA 




Introduction - C. Gluchowski 
Alpha 2 Agonists - Analgesia 

1 Analgesic effects of SNAP alpha 2 agonists in rhesus monkeys - C. Forray 

Alpha Agonists - Urinary Incontinence 

1 Background and rationale - W. Heydorn 

2. Pharmacology update and future plans: 

Cioned receptors, tissue and-jin y{vo studies - C. Forray, D. Craig 
Localization - E. Gustafson 

3. Chemistry update and future plans - D. Dhanoa 

4. Discussion - All 

Reminder: The presentations and handouts should be in a format which covers the following 
points: objective, rationale, previous results, current results, conclusions and future plans. Please 
make sure that all data that are presented in overhead form are included in your handouts. 



Claim 1 A compound having the structure: 




wherein each R 2 is independently H; F; CI; Br; I; -N0 2/ 
-CN; straight chained or branched C1-C4 alkyl; C1-C4 
monof luoroalkyl ; or C1-C4 polyf luoroal kyl ; straight 
chained or branched C1-C4 alkoxy; -OH; -(CH 2 ) q OH; -COR 4 ; 
C0 2 R 4 ; CONHR4 ; phenyl; or benzyl; 

wherein each R 3 is independently H; straight chained or 
branched C1-C4 alkyl; C1-C4 monof luoroal kyl or C1-C4 
polyf luoroalkyl; straight chained or branched C1-C4 
alkoxy; -(CH 2 ) q OH; -OH; -N-OR 4 ; COR 4 ; C0 2 R4 ; CONHR 4 ; 
phenyl; or benzyl; 

wherein each R4 is independently H; straight chained or 
branched C1-C4 alkyl, C1-C4 monof luoroal kyl or C1-C4 
polyf luoroalkyl ; or phenyl; 

wherein R 6 is H; straight chained or branched C1-C4 
alkyl; C1-C4 monof luoroal kyl or C1-C4 ' poly f luoroal kyl ; 
straight chained or branched C1-C4 alkoxy; 
CH 2 CH 2 (CH 2 ) q 0H; COR4 ; C0 2 R 4 ; CONHR 4 ; phenyl; or benzyl; 



wherein R 7 is independently H; -CN; straight chained or 
branched C1-C4 alkyl; C1-C4 ■ monof luoroal kyl or Ci-C 4 
polyf luoroalkyl; straight chained or branched C1-C4 
alkoxy; -OH; -(CH 2 ) q OH; -COR 4 ; C0 2 R 4 ; CONHR 4 ; phenyl; or 
benzyl; 

wherein m is 1 or 2; 

wherein each p is independently 0, 1 or 2; and 
wherein each q is independently 0, 1, 2 or 3; 
or a pharmaceutical^ acceptable salt thereof. 



